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FREEREYSSE 12 313 % Cefotetan (YMO09330) o> ERFREYSH

SBARE=
YR i BIRBT R 2354
BAGR—B-ZHAB-AN B-EHFE
SLIN B EREBE IR 85t
LHES - BEHRX-BENE
X EP RE AF - FROFE—BR - M0 IE &
AHERBEERFURBRFEE

= g

#r L v» Cephamycin RHAEME Cefotetan (CTT, YM09330) i DWW TRESNIEH, b Ll
WADBAT & 50510 WA R B5FH BRI R I 1§ B IR & BIFEB OB ST 24T - 72,

HEBENME NI E. coli, K. prnewmoniae T NENSHRICOWTHIZEL 2. o nbDEBICHTS
Cefotetan > MIC i3, £0.2~0.39xg/ml T, #}H&a Cefmetazole (CMZ) iz b~ T 2 ~ 3 SREHE

EEHIES T2,
t BRI~ OFEATIZ, 1 g one shot BFiET% 1 REE CTFH0.551g/ml T, X MmiEREHIZ0.008T
Holz,

BRRRRRETEESIBUIS0B TH . BERIZIILAEP1IH ] g(1BIXAES2) ThH-72, FHELE
P2 AR MEVE PR B R 13 3681 C, UTI M FHIM £ 2 ¢3661H2561, 69.4%NAEXIE %A, BHMERE
RERUE T3 8 B 8B, 100%NERMETH -7z, RiEA IBIN 5 LKEHD 2 FlIZEHTH - 72955,
FEMBEHEN 1BIIEHTH -2,

BWERO®ET Tld, BHENLZLNTR, IBL 16, BR 1IN 2HIRHLN, INLNERT
5 R P L, BRRREE T3 14 GOT HBRE LA % 3B7, BHERA £ Alfliz T h b &H
5L ERHICIERICEL 72,

Cefotetan i3, BE#? Cephamycin RIEEAIC LT, RBRERNREH OMBWiEE4 ML T, 18
1 g REOKBRNLRIES T, BMMERMBEEICIILP], EHEERMBIREIC L HBRTXER
FNREB/, BEBLOVWTH, FHCKELREERAUD -1,
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i L & (<

Cefotetan(CTT, YMO09330)it B0k ILZ AMERALH T
B X 72 JEE 0 Cephamycin RIEME TH 5, £NILF
WiER 2 Fig. LISRL 2. AROKER % BEF O RRHIC Ho#k
T3, RRENAENIZS 7 LEEREN ) B E. coli,

Fig. 1 Chemical structure of cefotetan (CTT, YM09330)
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Klebsiella, indole positive Proteus sp., Citrobacter, Entero-
bacter, Servatia SNEHICHL T, & BMWIERERTS
L, WRIN - BRI & ) By PR R R LB L F
HiFontnz?,

AEAR £ AL )R 2T, STOERIRE LER
BRHIRO R AT S0PIIC R R T 12T, ZOBML
BERIC W THHEX1T).

ERORR

1. In vitro id 1R (Table 1)

1) NREFEHE

BB E. coli K. pneumoniae Z LENSHTH
B WTFNLRFH LAHEL R LT, SEOMKIER
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BB LR AV, BEENESRIZ, BARLY
BEELNEHEREIC & - 72, BIER 10l310%ells/m] TH
3, MEBEH|I3 Cefmetazole (CMZ) & Cefazolin(CEZ)
PRV,

2) Bk

E coli TI2CTT O MICiZ 5 Bk 4 Bk H°<0.2ug/
mr#WwHEBEBEEZRL 2, T2 L CMZi
0.78~3.13ug/ml T, CEZ T31.56~25ug/ml T & »
1. CMZ b HET2EBL 22~ 3ERECTT DiItH
NHBELBETH - 72,

K. pneumoniae T 1x, CTT & MICi3=0.2~0.39
pg/ml DENEETL, 13213 E. coli 125t 5 HURIENE
AL TH-72. CMZLIENRZMBEHETRL
0.39~1.56ug/ml ThH 7255, CTT » %2~ 3 &R
Eont V-7, CEZIZZD2A8NZHEKT B &, X
HENHE -1z,

2. b MHETIZASTE (prostatic fluid, PF) ~n#17

(Table 2)

1) HREMERE

B X 72137 a2 8 +— A (prostatosis, Bl
BRI RRIEERE) B 5 %12 CTT 1g % one shot #HE L
72t%, 1RMEZECHIRE >y —Y LT/ PFA
NEFBEZ, FERICIRML72MmiFE & ICBIEL .
FERERICE. coli NIH] % B v»paper discik i
By AN

2) R

5%l PF AR #EFH130.20~1.32ug/ml T, FH#
Ti20.55ug/ml Th - 72, A BEIZ58~79ug/m] TF
#(4H) TI371ug/ml TH-7:, PF L mMHPBEL DL

Table 1 Susceptibility of CTT

Inoculum size : 10° cells/ml

Organisms MIC (ug/ml)
CTT CMZ CEZ
E. coli H-1 £0.2 1.56 25
H-2 0.39 | 3.13 3.13
H-3 <0.2 0.78 3.13
H4 0.2 0.78 3.13
H-5 £0.2 0.78 1.56
K. pneumoniae H-1 <0.2 0.39 [>100
H-2 <0.2 0.78 25
H-3 0.39 | 1.56 3.13
H4 0.39 | 1.56 6.25
H-§ <0.2 0.78 3.13
E. coli NIHJ <02 | 0.39 1.56
K. pneumoniae ATCC 10031 | 0.2 0.39 1.56

(PF/serum) 130.008C, # & Z i 1 %555° PF ~8%
TLEEEZONBEMTH 72,

BB R

1. B FH &

D %

CTT iz &) B#EEIT- 72BN, BBAISSE 1A LY
# 1 ER ORI FR T Bmbr R estt, 3 ERkT i
ReFtE L 0 a4t BARERT R KF IR 2R 2 232 LIRS
REPE L ML AR B TH B, BFIIEE A
Beic & 04T 72, BEHEFIEIZ508ITH 5.

TR BEDNE L, MM HENE R M B RE 38151 (% Bt 48
19, B&RER19), HAMERMEGAE 9B (EHER 4, &
TmERS) EIRER IBIGHREME 2, FFMEML) TH B,

BEOEINIS B2, HEI8HITH B, F41216~79
FICELHHL T B, TN LE5F L ENESHEIX26
BT, hN52% % hertz, & HICHMENBRYHENAIZ
DWTABE, 3865246, 63.2%Th -7z, iGHHLE
BCHER NEANZ T BT L LX —DHENEZ L A
DERT AL ZAT-729%, Plicw TR FET~NER
HWERBDLUD -T2,

2) #5Hok, @, 4

#5713 £ BIEE T, one shot ##iF & 7213 SiHAFE
12 & -7z, One shot #EN A3 A AETH20m] 12 &
A% 3 RN THE L 72, SigHE TI3500ml DA
B IER%, 1.5~ 2 BRERIRRE AT TR G L 72 fEBI %,
one shot 29, =iEFI21BTH 5,

BERI3, 18 1g 56544651, 2g »* 6 I & EHBYIC
1gh%mo7z, 1 gDHE, 0.5gX 2AH306, 1gX
15145 ThH B, 2 gTlE, 1 gx2h5%, 2 gx1h
168TH -7,

5 4ARIE, M M R TR, 13 & A & 75 HIE
Thb, BMERPETII3I~6 BREATH B, %<1
3HMTH» 72,

AR & BiEFME I, £ E R O R%
5347 » Tk v, —EoiERICIZ, AAIRSEIC o

Table 2 Concentration of CTT in the human
prostatic fluid (PF)

CTT 1g I.V. 1lhour

Case 1 2 3 4 5 Average

PF
(ug/ml)

Serum
6 77 79 .D.
(ug/ml) 9 58 |N.D 71

PF/serum | 0.003 | 0.006 | 0.01 | 0.02 |N.D. | 0.008

0.20 | 045 | 0.77]1.32 [1.32 | 0.55
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Table 3 (Continued)
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Criteria by the committee of U.T.I.

:  Dr’s evaluation

UTIL:

Dr

L]

Before treatment
After treatment

*

HRM LS L2 bOnh 555, WENLES Lrns
A L HE L ARRNICEEL 12,

3) HhR¥IE

M M PR B R AE & B BAIMEREBE 0T UTI %
EFAMEE U 55 2 R & BRIRIE R F N R EN A E S vk |
REBEDHENKFTIZ & ) MRHEET- 1, 2oy
NIEFNIEBREHEIC L » 72,

2. BE PR AL

1) e YEHEHEME PR R R YRE (Table 3~6)

38HEFIDERRAE—% I Table3 IR 72, BlfEED
fedHab L7z 1B % BRoL 72376 2 SHBE D% L L7,
2N b UTIEETHETELLDIIH TH 2,

Table 4 |ZHIHEIR & IRIRIC KT 2 %0F 5 & 4L MK
MBEEZLDTH D, 366]HME DR (eliminat-
ed) 132261 (61.1%), &4 (decreased) i3 2 #1(5.6%), &
X (replaced) (3 1 1(2.8%) T, 2N b2 8bE5EH
51(69.4%) 1% R & BD12, BIRICHT 2MBIRERL
(cleared) 1451 (38.9%), & (decreased)12f(33.3%)
TINS FAbt b & 366260, 72.2%NHHET
Hotz, B4 8213, 366  F % (excellent) 136
(36.1%), A%h(moderate) 126 (33.3%) T, £&ENEH
H(369.4% TH - 72, EBEIC & B HETIE, E4134,
BB, 0B % 3 6, &M IBIT, E - AHOM
B TIEITHIR25B, 67.5%, T HUCRREREMRL
A TR 3THIR280, 75.7% Th - 12,

Table 5 i3 UTI RS AR L RL 2D ThHD,
SRR KR 13 3611 b 83k (single infection) £<29%
(80.6%), B4R (mixed infection)?* 7 #1(19.4%) T
B o1z, BIRREETIIE 3 BAB0.5% L bt b B¢,
1, 2, 4BIEFIHEICHEL L, BABE
BT, 2K ThTL 1B ESh w5 B 2H, 65
HS5BITH -7,

BaRRREL, B2, 3, 4BEINILALENLVRER
T, FNENEEHE3.3%, 81.8%, 83.3% Th~ 1.
HRMENEEILE 1 BN33.3% EES5HN 0% Th-
120 BARBIC A B & BIRRRYREHI 207 215, 72.4%
RARILEETIZ THI% 46, 5T 1BDERETH 1

Table 61X 1M, HAPERBERED b, FEO
TR E L 24560 b5 EE L 2 B O REHRE AR
Th b, Candida, YLO %< &, B5HI%ICABIN
XA TH B, 205 b 7T LRERE (GNR)
X508 T, 7T LML 9B TH -7z, GNRDI B
WRENE - 12 WL, E. coli K. pneumonise, Cit-
robacter BT NLE L 21 ¥R 21 #, 5 BkH 5 5 2HRA
28k & 10% DK EE T H - 72, Enterobacter T 6%
34k, S09%OREEERL 72, Servatia iz TAS
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Table 4 Overall clinical efficacy of CTT in complicated U.T.I.
Pyuria
Cleared Decreased Unchanged Ebfﬁca(fy on
Bacteriuria acteriuria
Eliminated 13 7 2 22 (61.1%)
Decreased 0 2 2 (5.6%
Replaced 0 1 1 (28%)
Unchanged 1 2 8 11 (30.6%)
Efficacy on pyuria 14 (38.9%) 12 (33.3%) 10 (27.8%) 36
lZ} Excellent 13 (36.1%)
Overall effectiveness rate
Moderate 12
| 25/36  (69.4%)
Poor (or Failed) 11
Table 5 Overall clinical efficacy of CTT classified by type of infection
Overall
Group No. of (Percent Excellent | Moderate Poor effectiveness
cases of total)
rate
1st group (Catheter indwelt) 6 ( 16.7%) 0 2 4 33.3%
2nd group (Post prostatectomy) 6 (16.7%) 3 2 1 83.3%
Single 4 5 2
infection 3rd group (Upper U.T.L.) 11 ( 30.5%) 81.8%
4th group (Lower U.T.I.) 6 ( 16.7%) 4 1 1 83.3%
Sub total 29 ( 80.6%) 11 10 8 72.4%
Sth group (Catheter indwelt) 2 ( 5.6%) 0 2 0%
Mixed .
infection 6th group (No catheter indwelt) ( 13.8%) 2 1 80.0%
Sub total 7 ( 19.4%) 2 3 57.1%
Total 36 (100 %) 13 12 11 69.4%

& 3BRTP L BRINSK, 1HRTERE, 1 BRIZIRESRICHEL 22,
L% LP. aeruginosal= i3 shRhs% Y, 64k 1%k, 16.7
ROBRBBIZT X % » 72, GNREKIC KT 5 1HRE
13 46 Bkeh 37 8%, 80.4% Td » 72, 6 BN P. aeruginosa
FIEBRERED LI L TE 2 B &, 40 Bk 368K, 90.0
REDHVBNIZLDICA D, 77 LBHEICIE THP
ST, T14%DKEHR % 1872, L8 (YLO, Candida %
BT 2 BREE 53 Bk 424K, 79.2% Th - 72,

2) BMMERMR

P & kN —%i3 Table 7 1R L 72, BEBERICHL
REEEE L2 0it, Wi h b ERHITH DT Penicil-

linREHDERICESH TH -2 Z EiICk . BRBIIBHY
fE O 3 Bl A5 E. coli, &L 1 B H° K. pneumoniae &
Candida DRERERTH 72, BREETIEVTAL 1 g
1 ks T ) BRRIBER % A, 3 BRICIZER,
IR, MHERT N THMLERhE WEL 72, 181
Tl3, Candida 555 L 72%%, Klebsiella & IRIR A% L
RDOTEMELI, SPINBRBRNEELIT-9 b
1830.5g & EZ2 3EBICITo 2 & 2EM 24 Lt
LilzonT, ZoflidFHbEi» SBRNL, 4EFlORLE
I3 E. coli 3% & E. coli, GNF-GNRDEAREE1H T
Hb, WTFNOLRERHRIERH T3 BBICIIHBEESR
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Table 6 Bacteriological response to CTT in urinary tract infections
Isolates No. of strains Eradicated (%) Persisted Strains appeared

E. coli 21 21 (100 %)

K. pneumoniae 5 5 (100 %)

Enterobacter 6 3 (50.0%) 3

Citrobacter 2 2 (100 %)

Serratia 3 1 (50.0%) 1 1
P. mirabilis 1 1 (100 %)

Proteus sp. 1 1
P. aeruginosa 8 1 (16.7%) 5 2
P. cepacia 1 1 (100 %)

GNF—-GNR 2 2 (100 %)

1) Sub total 50 (46)* 37 ( 80.4%)

S. aureus 1 1 (100 %)

S. epidermidis 4 3 (100 %) 1
a-Streptococcus 1 1 (100 %)

S. faecalis 2 0 ( 0 % 1 1
G (+) Bacillus 1 0 ( 0% 1

2) Sub total 9 (N* 5 (71.4%)

1) + 2) Total 59 (53)* 42 ( 79.2%)

Candida 6 1 (25.0%) 3 2
YLO 1 1

*Isolated before treatment

FREBAL L LICEHHR, BHRENERHIEEL L,
U BT 2 B4 T 5 & UTIHE, FREHE &
$100%TH » 72,

3) FRiE% (Table 8)

WEED 2 BT TRLENBRRSRLY 272, 1
g, one shot #5%#%, BHICIIPRAE L BRI+ 2
®, RItFOMEDERE A, 3~ 4 HEEIKICIZE
Bx A4, LERBEWThLERL AL, -7,

FEKBEED 1 6013, IFRMEREERIC THIE 2R L BT,
FRRIROYE TLE 22D U b - 72D T Chlamydia
F 7213 Mycoplasma %\ & 5 BYensEb iz, Zoflic
131 g#3BM#ZE LA RE2ATEHEHEL 72,

3. B fF A

1) HEEHIRIFEA (Table 9)

AEZGICL B EBONBEIER %2 20I8R L 72, 1
BlI248F BF (FEBI34) T, KN T 2 + TRIETH - 7247,
500ml SR 1 g I LG 2B L2 L 2 B, 304
HBENERLISCNREBE AT, REVARIELTH > 12
DT, 2DHBLHHI) L EZZNE /5 2L 72,
2BBI3, FRIEFHEN2EICHTT, FhEN1gT

DEFEBDOFETHEE e ZHR1INCHRRME
A7z, 3 HENFHO#KREFIZ KM3IFC L BE, HRY
M7 T, #E5FPIELL, BRELTUL, 1V
F x4 > #E0mg 2 A, 282 5KW-
1070 (Fortimicin) (2 5 L 72 4%, LUERTERD & 5 LER
DABLNL T2, Lo TINRB, FEICLD
WhHW 3 drug fever £ EZ bz,

fo> 1612, IER Lg% o7z L DT, A BHEE
B 46) ThH %, H4HRIZ T, 0.5g %20ml EI AIEHIC EH
L# 335 THERS L2, 3EBOBERICEAE
F2, ROTERE AL TLUROBREEFELL @I
%, BICLEMICIRERDHT, ELETIIEE
TIERNDE R E A7z,

LLEo> 2 Bk LBl T, £flicxd 5 RIEER
50 Bl 2 611 (4%) TH - 72,

2) FRERRRZENES R (Table 10)

HR RS0 5 b, ERHRREENRE 21T~ LER
BB TH B, #H—BIL, Table10 jeRLeS
L ThD, KRl L 2B BHNL b0, EF
7 GOT 35-56 L BE LA 2 RL 2 1ANATHS
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Table 8 Clinical results on urethritis cases treated with CTT
Treatment Symptoms*
i?;e Age | Sex | Diagnosis Dose Duration . Bacteria in pus* Evaluation Side
. Route Pus | Pain +| effect
gX/day (day)
Gonorrheal +H | +H+
48 36 | M urethritis 1x1 ILV. 4 — | — | N.gonorrheae|——| Excellent | None
Gonorrheal +H+ |+ ++
49 | 39 [ M | othritis 1x1 | LV. 3 ~— | — |N. gonorrheae | — | Excellent | None
Non-gono. A . =
50 35 M urethritis 1x1 LV. 3 - T Not isolated — Poor None
« Before treatment
After treatment
Table 9 Frequency of side effects
No. of side effects
Side effects Severity of symptoms
Total (%)*
++ + +
Fever 1 1 2.0
Vomiting 1 1 Q.0
Total No. of side
Total No. of effects 2
cases evaluated
50 cases Total No. of cases ** 2 40)
with side effects (%) ’

No. of cases with side effects
Total No. of cases evaluated

Total No. of cases with side effects
Total No. of cases evaluated

++ Discontinued due to side effect
+
+
£ %=
1. EBHRE
1) In vitro iB{ER

S MEEL72EEIIRE coli & K. pneumoniae 9 2
BT, »OBELENEFNSH|RTOD -8 CTT i
BEMEII B E L2 CMZ &0 2 ~38EA Z L h'HERE
T&R, TNLNHMEICHT 5 MIC 4<0.2~0.39ug/
ml & EbDTENT LI, TNLDEICS BRE- 1S
Y, BRPRENIC BN TH DYNBRD & Rk % #ATF L
/BHrLNTH-T2,

2) bt FEIZIRE (PF) ~OBAT

1g one shot & & % o PF N i & 130.55¢g/ml & &
oz, STILFRE N TI30.008 T, MAREN 1 %HFE
ENBITTH 5, —HxiHIC B-Lactam RFi, MmiFiBE

X 100

X 100

Treatment for side effect was necessary, but continued
Treatment for side effect was not necessary, and continued

12 T PF ~AOBATIZEW, CTT b Z0fis i3 hw
L9 ThH B, PF 0BT, MiFREENETHEL
1385 T, kinetic.study 172 % \NT, ZOBRENA
% b o THIR & 0 Jol % BAUCIIATR K 7f, 1RO
ANETH BB, #xtilEEd Cefazolin % Ceftizox-
ime % Cephalosporin i e~ #USEWY, Lo LAH
i3, half life "RV ENTWBNT, PF ~DBTIC
BEZETLOLBbN, WgERIZE%L, 273
BR%OEEMET 200 Th b, BRICELTANL
i¥, 0.55ug/ml DWETY E. coli, Klebsiella ST
BEHMIC % Y, =5 LM ET CHiRe
I IBHER R HAFTE B,

2. HEERRYRRET

M A5 2 SR B RS (o £ L, UTI SEn P %M T
69.4%, EAEHETT5.7% & Z OMOBREIHLT
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i, ) DBEWAREREIRL 2, 13EA L DERH ]
Al g CaBEIT>TVwdI:E2HLE, E5IZHL
iz 52 T VBB TH B, Z U in vitro DK
LALNB LIS CTT DRCHE N ERMLZL L
AT L, & 2 E. coli, K. pneumoniae |2 #HR T 5 %
Bici3, b TENIZBEE R, in vitro DR E &
(=L T,

WM RGYE IS L COBEBIA LA Z L TH B
L, BRI IC I I NF FB100% & ) BRESE
BTEKTH B, BHMERYPERE, BFEINRENS b
BEIEBIRL TEBEIT I A, ZNLICHRE AL VH
%, B, LERBREE X o 2fliciE, oL
PURD L WEFBEEH D Z L5 EeICRBEE
BICECENLFETH B,

RERD ) BWRIRICIZE N F 7255 JEmkEMEIC 138
WMTh-12, WEEIZIE, D% D g-Lactam FHHH
ThHHEIEDHLNTV A, FEL ZNHLNERALFE
BIZZbOTHRATH B, IS L IEMRE IS,
Tetracycline % *° Macrolide Z &l FH TdH Y, -
Lactam AliZ A Z & 2% <, BRILIRE AL » -
JAR

. Bl £ H

BERNEIWER D 72 b Flp 2 Bld - 2Ty —
BYET, PLEBECHICERICEL T2, 1HINRESR
I3, drugfever ¥ £z 5N 5 LNDT, THUTFIZRER
B DWW TIRB 5 A T4 v, Cefotaxime % Cefmenox-

ime % 7 Cephalosporin #1Z BBk D E K % & 72 45 H°
HBHY, 25 LBlTiEeric s i L2 Fr s L
Vo 1BlDuEEBE, EHOFEAZ L — FIC LREDH B
L LN, ZOBITIE, oneshotddEiz & - 7275 &
Bzl UFELTh b lniwy, LaL, sk
BETHBZE, —EZ ) LREREEL TEEHNIERNIC
HLALERE L 57120 T, ZOBFITIIMAICEE L 72,

BAREMTIIGOT DBEE LAY 1BlH-720A
T, ZOMOEF T3, Kigm, K, EHREREEICZR
EEALh o1,

BRI EF A E LT, REEOECEATH B L
Ezbnr,

X [
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CLINICAL EVALUATION OF CEFOTETAN (YMO09330)
ON URINARY TRACT INFECTIONS

KE1zo Suzukt
Department of Urology, Hiratsuka Municipal Hospital
IcHIRO NAGAKUBO, Hisao Mitsul, TADASHI OGAWA and HIDEK1I TAMAI
Department of Urology, Tachikawa Kyosai Hospital
Yorio NAIDE, TaMio FuiiTA, NORIHIKO OKISHIO,
HARUYOSHI ASANO, RYUICHIRO MORIGUCHI and MASANORI YANAOKA
Department of Urology, Fujita Gakuen University, School of Medicine

The in vitro antibacterial activities, the distribution in human prostatic fluids, the clinical effects and the
side effects of new cephamycin derivative, cefotetan (CTT, YM09330), were studied.

The in vitro antibacterial activities of cefotetan were examined each five strains of E. coli and K. pneu-
moniae. The MICs against those strains were in the range of £0.2 ~ 0.39 ug/ml and 2 ~ 3 tubes superior than
those of cefmetazole.

The concentration in human prostatic fluids was 0.55 ug/ml in average one hour after, with one gramiv.
administration and the relative concentration to that of serum was 0.008.

Fifty cases were clinically examined and most of doses were one g/day (once or divided in two) with intra-
venous injection. The evaluated 36 cases with complicated urinary tract infections gave the effective rate of
69.4% and 8 cases with simple urinary tract infections did the result of 100%.

Among three cases of urethritis, two gonorrheal cases yielded excellent results and the other non-gonorrheal
case resulted poor.

As side effects, one case of vomiting and another case of fever were observed and as abnormal laboratory
findings, one case showed slight elevation of GOT, however they recovered rapidly after the cessation of the
drug administration.



